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IMPORTANCE It is clear that mental disorders in treatment settings are associated with a
higher incidence of chronic physical conditions, but whether this is true of mental disorders in
the community, and how generalized (across a range of physical health outcomes) these
associations are, is less clear. This information has important implications for mental health
care and the primary prevention of chronic physical disease.
OBJECTIVE To investigate associations of 16 temporally prior DSM-IVmental disorders with
the subsequent onset or diagnosis of 10 chronic physical conditions.
DESIGN, SETTING, AND PARTICIPANTS Eighteen face-to-face, cross-sectional household
surveys of community-dwelling adults were conducted in 17 countries (47 609 individuals;
2 032 942 person-years) from January 1, 2001, to December 31, 2011. The Composite
International Diagnostic Interviewwas used to retrospectively assess the lifetime prevalence
and age at onset of DSM-IV–identified mental disorders. Data analysis was performed from
January 3, 2012, to September 30, 2015.
MAIN OUTCOMES ANDMEASURES Lifetime history of physical conditions was ascertained via
self-report of physician’s diagnosis and year of onset or diagnosis. Survival analyses estimated
the associations of temporally prior first onset of mental disorders with subsequent onset or
diagnosis of physical conditions.
RESULTS Most associations between 16mental disorders and subsequent onset or diagnosis
of 10 physical conditions were statistically significant, with odds ratios (ORs) (95% CIs)
ranging from 1.2 (1.0-1.5) to 3.6 (2.0-6.6). The associations were attenuated after adjustment
for mental disorder comorbidity, but mood, anxiety, substance use, and impulse control
disorders remained significantly associated with onset of between 7 and all 10 of the physical
conditions (ORs [95% CIs] from 1.2 [1.1-1.3] to 2.0 [1.4-2.8]). An increasing number of mental
disorders experienced over the life course was significantly associated with increasing odds of
onset or diagnosis of all 10 types of physical conditions, with ORs (95% CIs) for 1 mental
disorder ranging from 1.3 (1.1-1.6) to 1.8 (1.4-2.2) and ORs (95% CIs) for 5 or moremental
disorders ranging from 1.9 (1.4-2.7) to 4.0 (2.5-6.5). In population-attributable risk estimates,
specific mental disorders were associated with 1.5% to 13.3% of physical condition onsets.
CONCLUSIONS AND RELEVANCE These findings suggest that mental disorders of all kinds are
associated with an increased risk of onset of a wide range of chronic physical conditions.
Current efforts to improve the physical health of individuals with mental disorders may be too
narrowly focused on the small group with themost severe mental disorders. Interventions
aimed at the primary prevention of chronic physical diseases should optimally be integrated
into treatment of all mental disorders in primary and secondary care from early in the
disorder course.
JAMA Psychiatry. 2016;73(2):150-158. doi:10.1001/jamapsychiatry.2015.2688
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M uch evidence has accrued from record linkage andclinical studies attesting to the higher incidence ofchronic physical conditions and associated earlier
mortality among individuals with severe mental illness,1-3 as
well as among thosewith commonmental disorders.4-7 How-
ever, the findings of these studies are limited to thosewho re-
ceive treatment,1 so it is less clear whether mental disorders
in thecommunity (untreatedand treated)mightbe linkedwith
subsequent risk of chronic physical conditions. It also re-
mains unclear as to howgeneralized these associationsmight
be across a range of physical health outcomes. This informa-
tionhas important implications formental health care and the
primary prevention of chronic physical disease.
Ideally, associations between mental disorders in the
general population and subsequent physical conditions
should be investigated in studies with prospective designs.
However, to examine associations between a wide range of
mental disorders and physical conditions prospectively is
challenging because it requires very large cohorts with infor-
mation on both mental and physical disorders to be followed
over many decades. As an interim approach, we have investi-
gated mental-physical sequential associations using retro-
spectively collected data from the World Mental Health
(WMH) surveys. The collection of information on age at onset
of mental disorders and age at onset or diagnosis of chronic
physical conditions in these surveys allows the use of sur-
vival analysis to examine predictive associations between
temporally prior mental disorders and the subsequent onset
or diagnosis of physical conditions. Previous publications
have reported on associations between mental disorders and
specific physical conditions.8-12 The present study provides a
broader overview by describing associations between mental
disorders and a wide range of physical condition outcomes
collectively. It is from this broader perspective that important
clinical and public health implications emerge.
Methods
Samples and Procedures
This study used allWMHsurveyswith the requisite data con-
ducted in 17countries (Table 1). Translationprotocols andmea-
sures taken to ensure data accuracy, cross-national consis-
tency, and protection of respondents are described in detail
elsewhere.14 All respondents providedwritten informed con-
sent, and the study was approved by the institutional review
boards ineachcountry; therewasno financial compensation.14
The studywas conducted from January 1, 2001, to December
31, 2011.
A stratified, multistage, clustered-area, probability-
sampling strategy was used to select adult respondents (≥18
years) inmostWMHcountries.Mostof the surveyswerebased
on nationally representative household samples; Colombia,
Mexico, and Shenzhen were based on nationally representa-
tive household samples in urbanized areas. In most coun-
tries, internal subsamplingwasused to reduce respondentbur-
den by dividing the interview into 2 parts. All respondents
completed part 1, which included the core diagnostic assess-
mentofmostmentaldisorders.All part 1 respondentswhomet
lifetime criteria for any mental disorder and a probability
sample of respondents without mental disorders were given
part 2 of the instrument (at the same interview), which as-
sessed the remainingmental disorders and collected informa-
tiononphysical conditionsandcovariates.Data acquired from
the part 2 respondents were weighted by the inverse of their
probability of selection to adjust for differential sampling.14
Analyses in this article are based on the weighted part 2
subsample (47 609 individuals; 2 032 942 person-years).
Additional weighting was used to adjust for differential prob-
abilities of selection within households, to adjust for nonre-




All surveys used the WMH-Composite International Diagnos-
tic Interview (CIDI, 3.014), a fully structured interview, to
assess lifetime history of mental disorders. Disorders were
evaluated using the definitions and criteria of the DSM-IV.
Age-at-onset reports (obtained in connection with the first
onset of clusters of symptoms indicative of the disorder)
were obtained using a probing strategy that experimental
research15 has shown yields responses with a more plausible
age-at-onset distribution than the standard CIDI question-
naire. Clinical reappraisal interviews using the Structured
Clinical Interview for DSM Disorders (SCID) in several WMH
countries documented generally good CIDI-SCID concor-
dance, with the CIDI being conservative compared with the
SCID for lifetime estimates.16
Chronic Physical Conditions
Respondents were asked whether a health professional had
ever told them they had any of a series of medical conditions
(eg, heart disease, stroke, cancer, diabetesmellitus, hyperten-
sion, asthma, other chronic lung disease, and peptic ulcer) or
whether they had a lifetime history of a chronic symptomatic
condition (eg, arthritis, chronic back or neck pain, chronic or
severe headaches, and any other chronic pain). Respondents
were asked how old they were when the condition was first
diagnosed (for themedical conditions) or first experienced the
condition (for the symptomatic conditions). This year is re-
ferred to herein as the age at onset of these conditions, al-
though it is recognized that the underlying disease process of
many of these conditions usually develops over many years.
Forall but2of theseconditions (chronicpainandulcer),people
with childhood onset (aged <21 years) of the physical condi-
tionwere excluded fromanalyses because early onset of these
conditions is likely to be congenital.
Statistical Analysis
Data analysiswasperformed fromJanuary 3, 2012, to Septem-
ber 30, 2015. Discrete-time survival analyses17 with person-
year as the unit of analysis were used to investigate associa-
tions between temporally prior lifetime history of a mental
disorder and the subsequent onset of a physical condition.
Separatemodels were estimated for each physical condition.
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Initialmodels includedeachof the 16mental disorders as pre-
dictors,butgiven thesimilarity in thepatternof findingsacross
mental disorders, mental disorder classes (any mood disor-
der, anxietydisorder, substanceusedisorder, and impulsecon-
trol disorder)were includedaspredictors in subsequentmod-
els. For theseanalyses, aperson-yeardata setwas createdwith
each year in the life of each respondent treated as a separate
observational record up to and including the age at onset of
the physical condition or their age at interview (whichever
came first),with the year of physical conditiononset coded as
1 andearlier years coded as0onadichotomousoutcomevari-
able.Mental disorderswere coded as 1 from theyear after first
onset of eachmental disorder. This time lag ensured that first
onsets of a mental disorder in the same year as the physical
condition did not count as a predictor. Only person-years up
to the diagnosis or onset of the physical condition were ana-
lyzed so that only mental disorder episodes occurring before
the onset of the physical condition were included in the pre-
dictor set. Survival coefficients are presented as odds ratios
(ORs), indicating the relativeoddsof thephysical conditionon-
set forapersonwith thementaldisordercomparedwithpeople
without thatdisorder (including thosewithout ahistoryof any
mental disorder).
A series of bivariate andmultivariatemodels were devel-
oped, including the predictor mental disorder (or disorder
class), plus covariates. Covariates included in the statistical
modelswere age cohorts (18-29, 30-44, 45-59, and≥60years),
sex, person-years, country, educational level (low, low-
average, high-average, andhighbasedon thenumber of years
of education), and smoking history (current, ever, or never).
Multivariatemodels included controls for othermental disor-
ders and also investigated associations between the number
Table 1. WorldMental Health Sample Characteristics byWorld Bank Income Categoriesa





Rate, %Part 1 Part 2
Low-lower middle
Colombia NSMH All urban areas of the country
(approximately 73% of the
total national population)
2003 18-65 4426 2381 87.7
Iraq IMHS Nationally representative 2006-2007 ≥18 4332 4332 95.2
Peru EMSMP Nationally representative 2004-2005 18-65 3930 1801 90.2
Shenzhen, China Shenzhen Shenzhen metropolitan area
Included temporary and
household residents
2006-2007 ≥18 7132 2475 80.0
Upper middle
Colombia (Medellin)c MMHHS Medellin metropolitan area 2011-2012 18-65 3261 1673 97.2
Mexico M-NCS All urban areas
(approximately 75% of the
total national population)
2001-2002 18-65 5782 2362 76.6
Romania RMHS Nationally representative 2005-2006 ≥18 2357 2357 70.9
High
Belgium ESEMeD Nationally representative 2001-2012 ≥18 2419 1043 50.6
Italy ESEMeD Nationally representative 2001-2012 ≥18 4712 1779 71.3
Japan WMHJ Eleven metropolitan areas 2002-2006 ≥20 4129 1682 55.1
New Zealand NZMHS Nationally representative 2003-2004 ≥18 12 790 7312 73.3
Northern Ireland NIMHS Nationally representative 2004-2007 ≥18 4340 1986 68.4
Poland EZOP Nationally representative 2010-2011 18-64 10 080 4000 50.4
Portugal NMHS Nationally representative 2008-2009 ≥18 3849 2060 57.3
Spain ESEMeD Nationally representative 2001-2002 ≥18 5473 2121 78.6
Spain (Murcia) PEGASUS-Murcia Murcia region 2010-2012 ≥18 2621 1459 67.4
The Netherlands ESEMeD Nationally representative 2002-2003 ≥18 2372 1094 56.4
United States NCS-R Nationally representative 2002-2003 ≥18 9282 5692 70.9
Total 93 287 47 609
Weighted mean response rate, % 69.3
Abbreviations: EMSMP, La Encuesta Mundial de SaludMental en el Peru;
ESEMeD, European Study of the Epidemiology of Mental Disorders;
EZOP, Epidemiology of Mental Health and Access to Care Survey; IMHS, Iraq
Mental Health Survey; M-NCS, Mexico National Comorbidity Survey;
MMHHS, Medellín Mental Health Household Study; NCS-R, National
Comorbidity Survey Replication; NIMHS, Northern IrelandMental Health
Survey; NMHS, Portugal National Mental Health Survey; NSMH, National Study
of Mental Health; NZMHS, New ZealandMental Health Survey;
PEGASUS, Murcia, Psychiatric Enquiry to General Population in Southeast
Spain-Murcia; RMHS, Romania Mental Health Survey; WMHJWorld Mental
Health Japan.
a World Bank categorization was used.13
b For the purposes of cross-national comparisons, we limited the sample to
individuals 18 years or older.
c The newer Colombian survey in Medellin was classified as an
upper-middle–income country (owing to a change of classification by the
World Bank), although the original survey in Colombia was classified as a low-
to lower-middle–income country.
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of mental disorders experienced over the life course and the
onset of the physical condition.
Evaluationofwhether associationsvariedbyage at physi-
cal condition onset or diagnosiswas undertaken by including
interaction terms between person-years (coded as a continu-
ous variable) and mental disorder classes in the multivariate
models. Population-attributable risk proportions (PARPs) cal-
culatedtheproportionof theoutcomevariablesassociatedwith
thepredictormental disorders in thebivariatemodels (eTable
1 in the Supplement reports the method). Country variation
in the associations was evaluated in 2 ways. First, the I2 level
was calculated to describe the percentage of total variation in
multivariateassociationsacrosscountries that isdue tohetero-
geneity rather than chance.18 For most models, significant
(P < .05) heterogeneity was not observed (eTable 2 in the
Supplement), but 2 examples of where country variationwas
significant (in the associations of mood and anxiety disor-
derswithheart disease) are shown in funnel plots in eFigure 1
and eFigure 2 in the Supplement. Second, interaction terms
of mental disorders with individual countries were included
in the multivariate models; most of the interaction coeffi-
cients were not significant (eTable 3 in the Supplement). All
further analyses were conducted on the pooled all-countries
data set. Because the WMH data are both clustered and
weighted, thedesign-basedTaylor series linearization19 imple-
mented inversion10of theSUDAANsoftwaresystemwasused
to estimate SEs and evaluate the statistical significance of
coefficients.
Results
Bivariate Associations of Specific Mental Disorders
After adjustment for age, sex, country, smoking, and educa-
tional level, ahistoryofdepressivedisorderwasassociatedwith
an increasedoddsof subsequentonsetofarthritis (OR, 1.6;95%
CI, 1.5-1.8) (Table 2). Most associations between the 16 men-
tal disorders and the subsequent onset/diagnosis of the 10
physical conditions were statistically significant. Depres-
sion, some of the anxiety disorders (panic disorder, specific
phobia, andposttraumatic stress disorder), and alcohol abuse
were associatedwith all 10 physical conditions; bipolar disor-
der, social phobia, intermittent explosive disorder, and alco-
hol dependence were associated with 9 of 10 physical condi-
tions. Significantassociations ranged froma lowORof 1.2 (95%
CI, 1.0-1.5)betweendepressionandsubsequentcancer toahigh
ORof 3.6 (95%CI, 2.0-6.6) between bulimia nervosa and sub-
sequent diabetes mellitus, with the ORs for most associa-
tions falling between 1.5 and 2.0.
Bivariate andMultivariate Associations
ofMental Disorder Classes
The bivariate models reported in Table 3 include the same
controls as the models in Table 2 to allow comparison with
the results for individual disorders. All mental disorder
classes were associated with all of the physical condition out-
comes, with ORs ranging from 1.2 to 2.6. The single physical
condition most strongly associated with temporally prior
mental disorders was chronic lung disease, with ORs (95%
CIs) ranging from 1.7 (1.3-2.3) (anxiety disorder) to 2.6 (1.7-
3.8) (impulse control disorder). Cancer had the weakest asso-
ciations with mental disorders, with ORs (95% CIs) from 1.2
(1.0-1.4) for anxiety disorder to 1.6 (1.2-2.1) for impulse con-
trol disorder. Mental disorder comorbidity was not taken into
account in these associations.
Analysis using multivariate models demonstrated asso-
ciations frommodels adjusting formental disorder comorbid-
ity, with the effect that themagnitude of associationswas re-
ducedbyapproximately50%.This finding indicates that some
of the strength of the bivariate associations was the result of
themultiple disorders thatmany individuals experience over
the life course rather than to one disorder. The multivariate
ORs (95% CIs) ranged from 1.2 (1.0-1.4) for the association of
mood disorder with subsequent heart disease and 1.2 (1.1-1.3)
for the association of substance use disorder with subse-
quent chronic pain to 2.0 (1.4-2.8) for the association of sub-
stance use disorders with subsequent stroke. Substance use
disorders remained significantly associated with all 10 of the
physical condition outcomes, mood disorders remained as-
sociatedwith8of thephysical condition outcomes, and anxi-
ety disorders and impulse control disorders remained associ-
ated with 7 outcomes. Mood and anxiety disorders were no
longer significantly associated with cancer after comorbidity
adjustment.
Associationsbetweenan increasingnumberofmentaldis-
orders experienced over the life course and subsequent onset
or diagnosis of chronic physical conditions were demon-
strated (Table 3). Associations (ORs [95%CI]) for 1mental dis-
order ranged from lows of 1.3 (1.0-1.5; 1.1-1.6) for cancer and
asthma, respectively, tohighsof 1.8 (1.7-1.9; 1.4-2.2) for chronic
pain and chronic lungdisease, respectively.Associations (ORs
[95%CI])with5ormoredisorders rangedfrom1.9 (1.4-2.7)with
cancer to4.0 (2.5-6.5)with chronic lungdisease. For all physi-
cal conditions (exceptcancer), adose-responsepatternwasevi-
dent; even for cancer, the association (OR; 95% CI) with 5 or
more disorders was stronger (1.9; 1.4-2.7) than the associa-
tion with 1 disorder (1.3; 1.0-1.5).
Variation of Associations by Age
at Physical Condition Onset or Diagnosis
Formood disorders (eTable 4 in the Supplement), the ORs for
themooddisorder × person-year interactionswereall less than
1.0, with 8 of 10 of the ORs being significant. This finding in-
dicates that the association between mood disorder and the
physical conditionoutcomeswas stronger amongpeoplewith
younger (relative toolder)ageatonsetordiagnosisof thephysi-
cal condition. This finding could be a substantive effect (such
that the potential for mental health to affect physical health
diminishes as the deleterious effects of aging increase) or an
artifactof survivalbias in thesesamples.This samepatternwas
evident for a fewof thephysical outcomes inassociationswith
the other 3 classes of mental disorders.
PARP Associations
We calculated population-level associations of mental disor-
ders (unadjusted for comorbidity) with physical outcomes.
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Mood disorders were predictors of 3.0% to 13.3% of physical
condition onsets, with corresponding ranges of 3.2% to 11.6%
for anxiety disorders, 1.5% to 4.6% for impulse control disor-
ders, and 2.2% to 10.7% for substance use disorders (Table 4).
Thevariation inmagnitudeof thesePARPs reflects, inpart, the
variation in the prevalence of mental disorders (highest for
anxiety disorders and lowest for impulse control disorders).
Discussion
This investigation ofmental-physical sequential associations
in multiple countries yielded 4 main findings. First, most of
the matrix of possible associations between 16 mental disor-
ders and subsequent onset or diagnosis of 10 physical condi-
tions were statistically significant after controlling for covar-
iates. Second, associations were reduced in magnitude after
controlling formentaldisorder comorbidity, but allmentaldis-
order classes (mood, anxiety, impulse control, and substance
use) remained associatedwith between 7 and 10 of the physi-
cal condition outcomes. Third, increasing numbers ofmental
disordersexperiencedover the life coursewereassociatedwith
increasingoddsofsubsequentonsetordiagnosisofall 10physi-
cal conditions. Fourth, specificmental disorderswere associ-
ated with between 1.5% and 13.3% of chronic physical condi-
tiononsets.Toput thePARPS incontext,highbodymass index,
which has similarities to mental disorders in being a preva-
lent risk factor associated with multiple outcomes, is associ-
atedwith 13% to 15%of cardiometabolic deaths.20 The PARPs
in thepresent studyweremodest, but theywerebasedonspe-
cific types of mental disorders in the general population, in-
cluding both remitted and unremitted disorders, and so may
substantially underestimate the effect of themore severe and
comorbid disorders typically seen in treatment settings.
The study design limitations need to be considered. Ret-
rospective recall of age at onset ofmental disorders is subject
to bias, and, although the probing strategy used in the WMH
surveys has been shown to reduce some types of bias (tele-
scoping), it is likely that some inaccuracy in onset timing re-
mains.Recallofageatonsetofphysical conditionsmaybemore
reliable,21 but the retrospective recall of event timing for both
mental and physical conditions remains a significant limita-
tionof this study.Thecross-sectionaldesignalso raises thepos-
sibilityof spuriousor inflatedassociations throughmentaldis-
orders at the timeof interviewaffecting self-report of physical
conditions; however, sensitivity analyses excluding individu-
als with mental disorders at the time of the interview found
nomeaningful alteration in associations.9
Retrospective assessment is known to lead to underre-
porting of mental disorders and, to a lesser extent, of physi-
cal conditions.22 The assessment of physical conditions in the
present study was less rigorous than the assessment of men-
tal disorders, and self-report of physician-assigned diagno-
ses will miss some conditions that are asymptomatic in the
early stages. These limitations will undoubtedly have re-
sulted in some individuals with a history of mental disorder
and/orphysical conditionbeingmisclassifiedasnoncases; this
kindofmisclassification tends to bias associations toward the
null, making the results conservative. Survival bias may also
contribute to the conservative nature of these findings. In ad-
dition, the associationswerebasedondisorders ranging in se-
verity and across remitted and unremitted disorders; there-
fore, the strength of associations is probably understimated
in individuals with severe or recurrent disorders.
Althoughobservational studiescannotdeterminewhether
these mental-physical sequential associations reflect causal
links, we note that the dose-response pattern in the associa-
tion of number of mental disorders with risk of physical con-
dition onset is consistent with a causal interpretation. More-
over,manyplausible causalmechanismshavebeen identified
including biological,23,24 behavioral,25 effects of psychotro-
pic medications,26 and inequities in health care provision.27
However, some potential common underlying determinants
of comorbidmental and physical ill health in adulthood have
not yet been fully explored, such as genetics, diet, low birth
weight, and predicators of early adverse circumstances.28
Evenwith the limitationsof the retrospectivemethod, the
findings of this study are worthy of note. Although evidence
for specific mental-physical associations will gradually accu-
mulate fromprospective studies, the resultingpiecemeal per-
spectivemay obscure our study’s broadermessage thatmen-
tal disorders of all types are associatedwith increasedodds of
awide rangeof chronic physical conditions. Current efforts to
address health inequalities among thementally ill are almost
Table 4. PARPs of Physical Outcomes AssociatedWithMental Disorders in BivariateModels
PARPa














6.4 5.2 6.2 7.6 3.9 4.9 6.7 13.3 8.3 3.0
Any anxiety
disorder




1.5 1.7 1.7 3.0 1.6 3.1 1.6 4.6 2.6 1.7
Any substance
use disorder
4.0 2.2 5.3 9.3 4.1 3.0 5.2 10.7 4.8 3.1
Abbreviation: PARPs, population-attributable risk proportions.
a More information on PARP estimates is presented in eTable 1 in the
Supplement.
bRespondent reported any of the following: chronic back or neck pain, frequent
or severe headaches, and other chronic pain condition.
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entirely focusedonthosewithseveremental illness,whomake
up a very small proportion of those with mental disorders.
Conclusions
The study findings need to be confirmed in prospective de-
signs, but they suggest that the deleterious effects of mental
disordersonphysicalhealth (if causal) accumulateover the life
course and increasewithmental disorder comorbidity. If this
is the case, then given the early onset of most mental disor-
ders and the similarly early etiopathogenesis ofmany chronic
physical conditions,29 treatmentof allmentaldisorders should
optimally incorporate attention to physical health and health
behaviors, with this parallel focus on physical health begin-
ning as early in the course of themental disorder as possible.
Disappointing outcomes from depression treatment trials in
patients with heart disease30 may indicate that mental-
physical comorbidity couldbebetter addressedbyanearly fo-
cusonthephysicalhealthof thosewithmentaldisorders rather
than a later focus on the mental health of those with chronic
physical conditions. Existing programs have proved effective
in improving health behaviors of individuals with mental
disorders.31 Psychological interventions could be augmented
to includea focusonhealthbehaviors. Inaddition,muchcould
be done in primary care to optimize chronic disease preven-
tion approaches for individualswithmental disorders so that
these approaches aremore effective than they are at the pres-
ent time.32 Movement toward the primary prevention of
chronic physical conditions amongpeoplewithmental disor-
ders would do much to enhance their quality and quantity
of life.
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